REMARKS 

Favorable reconsideration is respectfully requested in view of the foregoing amendments 
and following remarks. 

Claim 21 which was held to be non-elected by the Examiner has been cancelled without 
prejudice. 

New claims 22-23 have been added which are dependent upon independent claims 12, 13 
or 14. Claim 22 is supported on page 3, lines 3-4 of the specification. Claim 23 is supported on 
page 6, lines 15-17 of the specification. 

Turning to the Official Action, claims 12-20 were rejected under 35 USC 102 as 
anticipated by Trieloff. This ground of rejection is respectfully traversed. 

In accordance with the request of the Examiner, a complete copy of the Trieloff document 
is enclosed, together with an English translation. 

As previously explained, this publication was based on an attempt to improve recruitment 
to the study and contained no result of the study. Consequently, it is clearly non-enabling and no 
reasonable expectation of success can be shown. The terminology used in this document clearly 
shows that no one can predict the result of the study. 

The following extracts of the English translation of the Trieloff document support this 
conclusion: 

■ page 1, paragraph 1 : "...preventive therapy with cetirizine... mav offer protection..." 

■ page 1 , paragraph 2: "...The ETAC study will include..." 

■ page 2, paragraph 2: "The current ETAC study will attempt ..." and "...Cetirizine may 
be expected to have a preventive function..." 

■ page 2, paragraph 3: "Pediatricians still have the chance to recommend children from 
their own practice for inclusion of the study". 

Accordingly, the cited reference fails to anticipate the claimed methods. 
The Examiner further requested copies of the Minerva Pediatrica and Fortschritte der 
medizin. Copies of these documents are enclosed, together with their English translations. 
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Indeed, the first document relates specifically to the risk factors in connection with Atopic 
Dermatitis, risk factors for the development of food-induced asthma and environmental factors in 
connection with asthma (see tables I, II & III of document). However, this document does not 
give any results of a method according to the invention. The only paragraph related to cetirizine 
reads as follows: "These children will be studied prospectively until the end of their sixth year. 
The children will be randomized to receive placebo or cetirizine." (see last paragraph, page 6 of 
English translation of the document). 

The second document does not give any results either and only aims at informing parents 
about an upcoming clinical study. See particularly paragraph 2 of the English translation of this 
document: "An extensive clinical study (ETAC-early treatment of the Atopic child) now aims to 
establish whether ...". And "Parents whose children suffer from dermatitis can obtain further 
information about participation in the ETAC study from their pediatrician". 

On the basis of the above, the claimed invention is not anticipated by any of the documents 
as they are non-enabling. 

In view of the foregoing, it is believed that each ground of rejection set forth in the 
Official Action has been overcome, and that the application is now in condition for allowance. 
Accordingly, such allowance is solicited. 



WMC/dlk 

Washington, D.C. 20006-1021 
Telephone (202) 721-8200 
Facsimile (202) 721-8250 
February 14, 2005 



Respectfully submitted, 



Luc UYLENBROECK et al. 



By: 




Warren M. Cheek, Jr. 
Registration No. 33,367 
Attorney for Applicants 
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Europaische Studie zur Prevention mit Ceterizln j 

1st Asthma bei Risikokindern vermeidbar? 



Die Entwicklung vom 
frohkbdhchen atopischen 
Ekzem znm alleigischen 
Asthma bronchiale gait bis- 
lang als nnhezu unvermcdd- 
bar(Abb_ I). Neben der Ex- 
positioasprDplryiaxc - so die 
Alleigene gefuoden wetden 
koimen - bietet die Praven-- 
tiou wit dem modern en Anti- 
histammflami Ceterizin 
moglicherweise einen Scams 
fur Rxsikokmden Pur Ceteri- 
zin ist anfier (tea Substanz- 
ktessen-typbehen Effekteu 
ein anricntzundlicher Wirk- 
mechanismus nachgfcwiesen. 

ETAC^tudie 

In doer aktuellen eu- 
ropaisefaen Multiceoter-Stu- 
die soli, wie/Vo/ i>. ^ £ wg> 
Hamburg, vox der Eachpies- 
se in Hamburg eridarte, (fie 
kllnische Erfahrungbestktigt 
werden und damit die Hypo- 
these, da£ die frfthzehige Ga- 
be von Ceteriztn dieHtafig- 
kelt des fiiihknidlichen Asth- 
mas oder zumindest den 
Schwercgrad zsx vemngern 
verrnag. Die B£AC-Stucfie 
(Early Treatment of the Ato- 
pic Child) wild 700- Klein- 
kinder dnschHeBen und in 
10 europaischen Laadem un- 
ter Betcfligaog von 6 d«jt- 
scben UmversitatskHiuken 
durchgefuhrt Die Laufzeit 
ist auf 2 Jahrc angesetzt, in 
denes die Kinder entweder 
Ormrin eihalten, das als 
Saft auch von Klemkwdern 
problemlos emgenommen 
weidea kann, odor entspre- 
chend Placebo. 

Alkrgiea nehmen zu - 
d!e$er Trend ist wetaveit za 
beobacbien und, vie Ring 
became, dnrch Genetik alleitt 
nidit zu eiklareiL Ober das 
»\vannn a gibt es jedoch nur 



Hypothesem Mehr Haus- 
staub oder em weniger sti- 
muliertes Imraunsystem? Id- 
nenranm- oder AuBenluft- 
Schadstoffe? 

Sofriih wie mogjreb 
mtervenferent 

Aufler Zwexfel stent aus 
Sichtvon/Vr^ Zfc U Wakn, 
Berlin, die voipiogiannnier- 
te AiJergiker-Karrierc (Abb. 
2). Die AHergie maxufestiest 
sich bercits un Saoglingsal- 
ter. Daher sollte die 
Pravention nodi in 
derWege einsetzen, 
dena das Kind mit 
MSchschorf, so 
. Wahn, ist der Asth- 
matiker von mor- 
gen. Der erste Heu- 
schnupfen kann un 
3. Lebensjahr auf- 
treteo, das ex$te 
Asthma bereits zum 
5. oder 6. Gebcits- 
tag. FiubeNahrungs- 
mittel-AUeirgien, die 
das atopische Ek- 
zejji b^leiten kon- 
nen, munden dage- 
genin9von 
len in die Toleranz. 
Diat ist bier also 
cine Diat auf ZeiL 

Das Sensibilisierungsri- 
siko erbobt sxch z> 8. fur Kin- 
der; die in eine hohe Hans- 
Stanbmilben-Belastung hin- 
eingeboren weiden. Ans der 
Kombinaiion der geneti- 
scbeo Predisposition mit itr 
alleigzsdien Exposition er- 
gjbt sich die Hohe dc$ Kisi- 
kos (Abb. 3) und damit auch 
die Entscheidimg zm fiuhen 
Intervention. Konsequenter- 
weise^ so Prof. Dr. Ck Rie~ 
ger y Bocbum, muB bereits 
wahxend dear Schwanger- 
schaft Vorsorge fur eine al- 



lergenfreie Wohnung getnof- 
fcn A^rden, tvozu auch eine 
Bcrucjcathtigung der fast li- 
nearen Bbadamg zwischen 
der 2ahi ider von den Eltern 
gecauditen Zigaretten und 
der Astbna-Emwickiaag 
beim Kind zahlt Es ist zu 
spat, wan erst zum Zeit- 
punkt der Geburt die Ab- 
schafiung von Baustieren 
empfbhlen wind, denn es 
dauert M6nate, bis Wohnro- 
gen von IJer-AIlergenen fiei 
werdeh. j 




AbbiJdung 1 UGt Weft mit der praventiven Einnahme 
von Ceterlzn-Saftdfe Entwicklung desajfergischen Asth- 
ma bronch&fe aufcfem Baden ernes fwhkindfichen ato* 
pJ$ch$n Ekzems vermeiden? 



Ceferizm: mogfiche 
pravontTve Wirkung 

MitderjjetzreiqgeleitetKX 
EIAC-Studie wild erstmals , 
versncht,: o^en ^Switch** vom 
3topischen JEkzem znmAsth- 
zna zn vexinndetd- Noch gilt 
es, Au&Ianmgsaxbezt bei 
den Eltern jai leisten, die Off 
Kind in die Stodic aufiieh- 
men lassealkonnen. An&ah- 
mdbedingingensaKl, daBbea 
den 1 bis 2) Jahre alten Kin- 
dem ein, aiopisches Ekzem 
seit wwWftWtm 4 Wochen 
manifest ist und ein Eltern- 





< 
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PHARMA AKTUELL RUNDSCHAU 
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Abbtfdung2 
I$t4er$wtch 
vom atopischen 
Ekzem zum 
Asthma, ein 
typischQf 
Schtittinder 
Aflergiker- 
Kanievs, zu 
vefhlndom? 



Abbttdung3 
Aus dor Korn- 
&r&tionder 
genetischen 
Exposition wit 
derAllargeo- 
£xposmon 
ergHjt s'tch das 
, RisikoGiner 
allergischen 
Atemwogs- 
Sikfankung 



tefl. oder ein Geschwister- 
kftid Nearodetniitiker ist 
oder an Asthma oder alleigx- 
scher Rhinitis Iddet Das Er- 
lauaJbiDgsrisikD imbehan- 
delter Kinder unter dieser 




Hinblick auf das aHeigjsche 
Asthma bronchi ale zfc erwar- 
ten, da es, wie PD Dn 1>. 
Abeck, Hamburg, cdSuterte, 
durch die nachgewiesene 
Hemmuog derEosmophiten? 
Migration uber emeu deutli- 
chea aiiueiitzundlichea Wfck- 
mechatrisraus verfugt Ceteri- 
zin ist fur den Kmsatz bei 
Kindera zugelassen und hat 
sich als got vertrSglich und 
als sehrsicher 



Konstetta|i<m betragt 50%. 
PrimSres Studienziel ist es, 
die Inzidenz des Asthmas bei 
Risikokiadem zu senfeen. 
Fur Ccterizm ist eine mfigli- 
che piiventive Fonktioa im 



Pneumonten 

„Altersabhangige Erreger 



Kinder fur die Sttnfie 
aus (hr^r Praxis! 

Noch haben Kiaderarzte . 
die Chance, Kinder ans flfcrer 
Praxis for die Anrnahma in 
die Studie zu empf ehlenJ Die 
Betreuuug durch. den Kin- 
deraxzt bleibt in ihrcr Kontt- 
nuitat dabei ttr^eeratradi- 
tigt --^ 

Dc train Tjaelo% MTmnbea 

■ « 

Prettdaonfcrens ^ferihfodtewi^des iitih- 
Kfldlkhem As&nop. Huatx^ 
VonnajaltoUCB- 



Bei Uefen Atemwegsia- 
fektionen im Envachsenen- 
alter ist der Erreger in ruhd 
40% der Falls unbekannt 
Bei Kindem liegt dieser An- 
teQ wesentlich hoher. Eine 
Eneger-Di agnostik ist in den 
uoeisten Fallen nicht einmal 
rnogHch, derm Kinder $wd 
nicht nk der Lage, repiSsea- 
tatrve Sputum-Probtn zu 
produziererL Ein* sc«gfalti- 
ge Anamnese ? Untersuchung 
und Beobachtung des Krank- 
heitsverlaufes sowie Labor- 
und B^ntgenbefimde geben 
jedoch rnanchnml widrtige 
Hinweise anf die Ariolpgie 
der Infection. 

Vcm grofler Bedeuttmg ist 
auch das Alter des betroffe- 



nen Kinder Pneumomen im 
fruhfifl Saiglingsalter von 3 
Wochen za 3 Moraten 
gehen meik auf Chlaroydiea 
tuiucfc. y<m diesem Zeit- 
punkt an bis zam Alter von 2 
Jahren dominieren .Jdassi- 
sche" L^bar-Pneumonien, 
hervoigerufen dnrch Pnett- 
mokokfcen joder Hamophilus 
influenzae.! Die $o& atypi- 
schen Lmigenentzxindungen 
treten erst |oach dem 3. Le- 
bensjahr axi£ Siezeigenen 
nen eber gulden Veiiauf nod 
sijad von der Virus-Piieumo- 
nie kaum zh tmficrstibeideii- 
Mtted djer Wahl zur Be* 
handhmg yon lafektionen 
der nnteren Atemw&ge sind 
MakrolMe^iB. Roxithranoy- 



62 



TW PSdfetrfo 8, Heft \ Jarmar/Februar 1S95 



can (RuHd* junior). Dieses 
moderne Anribiotikuin er- 
fafit zuveriassig alle Leitkei- 
me, ist gut vertraghch und 
muJ3 nur 2mal am Tag emge- 
nornmeo warden. Bei dor 
,^lassiscberr, hochakurcn 
Lobar-Pxieumonie ist dage- 
gen die Lv>Gabe von Pern- 
cilUn, AmpicfTfa oder einem 
C^taiosporin der 2. Gene- 
ration indirect Exzelkute 
Behandluogserfblge wurden 
aher auch nach irddaier Ga- 
be von aralen Ccphalospori- 
nen der 3. Generation {z&> 
Cerpodoocim; Orelox* juni- 
or), beobachtet phannpnes 

Qodte Rv4»}4lQ$ A- KmdqtetC 



ENGLISH TRANSLATION OF TRIELOFF, I., TW PADIATRIE (ABSTRACT), 
PP. 61-62, 1995 



14. FEV. 2005 12:1 2 



UCB IPD 32 2 5599409 



758 



P. 1 



European study on preventive treatment with cetirizine 
Is asthma preventable in high-risk children? 

The development from infantile atopic dermatitis to allbrgic bronchial asthma has hitherto 
been considered almost inevitable (Fig. 1). In addition to exposure prophylaxis - by which 
means the allergens can be found - preventive therapy with cetirizine) a modem 
antihistamine, may possibly offer protection for children at risk of developing asthma. In 
addition to the effects typical of substances of its class, cetirizine has also been found to have 
an anti-inflammatory mechanism of action. 

ETAC study 

As Professor X Ring of Hamburg explained, at a meeting of the medical press held in 



Hamburg, a European multi-center study is to be carried 



out to corroborate clinical findings 



condition. The ETAC study (Early 
and be carried out in 10 European 



and to confirm fee hypothesis that early administration o f cetirizine can reduce the incidence 
of infantile asthma or at least reduce the severity of the 
Treatment of the Atopic Child) will include 700 infants 
countries, with the participation of six German universiW hospitals. The duration of the study 
has been set at 2 years, during which time the children will receive either cetirizine, which is 
easy to administer in the form of a juice, even to small children, or a placebo. 

Allergies are becoming increasingly common, and this is a trend that can be observed 
worldwide. As Professor Ring emphasized, it is a phenomenon that cannot be explained by 
genetic factors alone. However, as regards the question of *Vhy", only hypotheses are 
available: more house dust, or less stimulation of the iinmune system? Indoor or outdoor 
pollutants? 



Intervention as early as possible 

In the opinion of Professor U. Wahn of Berlin, there can 
allergy sufferer's condition is preprogammed (Fig. 2). Allergies manifest themselves even in 



early infancy. For this reason, prevention should begin as 
to Professor Wahn, the child with cradle cap is tomorrow 5 
of hay fever can occur in the 3rd year of life, and the first 
or 6th year. By contrast, early food allergies, which hay accompany atopic dermatitis, 
develop into tolerance in 9 out of 10 cases. Here, therefore, time is all important to diet. 



be no doubt that the history of the 



early as the cradle, since, according 
s asthma sufferer. The first episode 
attack of asthma as early as the 5th 



The risk of sensitization increases, for example, in children born into an environment with a 
large population of house dust mites. A combination of genetic predisposition and of 
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exposure to allergens (Fig. 3) determines the level of risk and, consequently, the decision to 



intervene at an early stage. For this reason, according 



to Professor C. Rieger of Bochum, 



precautionary measures must be taken during pregnane;/ in order to ensure an allergen-free 
home environment, and in this respect account must also be taken of the almost linear 
relationship between the number of cigarettes smoked by the parents and the development of 
asthma in the child. Removing household pets when the child is bom is to act too late, since it 
takes months to rid households of animal allergens. 

Cetirizme: possible preventive action 

The current ETAC study will attempt for the first time to prevent the "switch" from atopic 
dermatitis to asthma. Work still has to be done on providing information to patents able to 
enter their children in the study. Inclusion conditions are that the children who are aged from 
1 to 2 year have had atopic dermatitis for a period of a : least 4 weeks and have a parent or 
sibling who suffers from neurodermatitis, asthma or alhargic rhinitis. There is a 50% risk of 
the disease developing in untreated children in this groU] >. The primary aim of foe study is to 
reduce foe incidence of asthma in high-risk children, detirizine may be expected to have a 
preventive function in respect of allergic bronchial asthma, since, as Doctor D. Abeck of 
Hamburg explained, its proven inhibition of eosinophil migration means it has an important 
anti-inflammatory mechanism of action. Cetirizme is approved for use in children and has 
proven to be well tolerated and very safe. 



Children from your practice can take part 



Pediatricians still have foe chance to recommend 
inclusion in foe study. The continuity of foe medical care 
unaffected. 

Doctor frmin Trieloff, Munich 



children from their own practice for 
provided by foe pediatrician remains 



Press conference: Prevention of infantile asthma. Hamburg, 12.14.94. Organized by UCB 
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Figure 1: Can the development of allergic bronchial 
atopic dermatitis, be prevented by administration of cetikzine juice? 



isthma> following on from infantile 



Figure 2: Is the switch from atopic deramtitis to 

sufferer's history) preventable? 

Box: Allergic symptoms as a function of age 



asthma a typical step in the allergy 



Figure 3: A combination of genetic factors and exposure 
allergic respiratory disease. 
Box: Allergic respiratory disease 



to allergens determines the risk of 



x ■ « 



L. BUSINCO ET AL., MINERVA PEDIATRICA, VOL. 49, NO. 10, PP. 477-481, 
1997 
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REVIEWS 



M/NKWA mum wm^w 




Dalla dermafitt atopica afl'asma 



I 

I 



From eczema co asthma 

Atopic dermatitis Cadi }« „ 

vautrgens. >tnoe at least 1600 ir h« 

where asdW^ ^ mp °P uJat;on 

and in similar nmnL- ^? wpxc leases 



Ssrvtzio St*riJ5f?£L?, a< * iea f^iatria, vj 
m xwmo spgaate diAUemol o S {a ed immunohtna 

K™£ th< 4 aIlcr S €ns - P">tongcd breast 
feeding was associated with a lowest sensST 
saaon ^ to cdw mil* protend ES" 
Therefore environmental factors seem to 
™i role in & ^iUsatio/ufSSdS 

Key Dermoids atopic - Asthma - Risk 



£ZEr?M? lusiio j » 7 - 

AccedaujJ ]g settemb*: 1997. 



T a dermacfte atcpiea (DA) del bambino. 

SSl^S, alJe ?°'P« i P««taW fino ad alcuni 
ann. orsooo. Ta/e .negligenza. $ probabil- 

,mi J™ 2 maggiorpanc do casi. Infaci, 

Mcevobqeme nel co«o del pri mi J£Z 

^ sjwie Mgfi uJcimi annf, 
a$ma 6 divemito serapre piO frequent* e 
ufan ,g«»e nel baUino, ia Da hi attract 

,* i^' d6 ' riCe <P tort ' Jnfittn la partico- 
Jare stona naturale di questa malattia, rap. 

present un modello ideale per agdiare i hi- 



tori di rischio per Jo 
£ scato dimostrato 



Vol 49, K 10 



MTNfvll\'A ped; aTR[Ca 



sviJuppo di asm*, 
da numerosi studi pro- \ 



477 



v 



JN60OC»<XP__W69erVJL» 
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IiAlLA nEUNUTTTT- ATOPlCA aU.'ASMA, 



spcttici che fino al)*80% dei bambini affetti 
da DA presenteranno asma ncl corso dei 
primi died anni di vita. Inohre, I'asma che 
colpisce bambini affetti da DA ha un decorso 
pivJ grave e plu cronrco rispetto at bambini 
non afferri da quesca patologia. 



Cenni storid 

II termine derma tire atopica £ stato intio- 
dotio nel 1933 da Hill e Sulzberger che gi2 
rnettevano in correlazione quesca patologia 
cutanea con manifestation! allergiche di upo 
respiratOrio*7 r - 

Rimaneva comunque cla diinoscnire che la 
DA non fosse semplicennente un processo 
infiammatorio cronico della cute frequenie- 
mente associate con asma o rinite, ma una 
malattia su base allergica. 

Nel 1953 Ptirdy 2 srudiando un gmppo di 
pazienti che avevano avuto eczema infan- 
tile, riscontrd nel 51% dei casi la comparsa 
di sintomi respiratori, e precisamente asma 
nel 40% dei easi e sporadici episodi di bron- 
cospasmo neirn% dei easi. Nel 1965 
Pasternak * analtezando l'incidenza di asma 
in bambini con DA, poneva il problema in 
termini stacisdei, individuando gid nelia gra- 
vity della derroatke, nell'etfi di insocgenza e 
nella familiar^ per asma c malatiie aller- 
giche, imponand fottori predittivi per la futura 
insorgenza di asma. 

Queille-Roussel et al. hanno riscontrato, 
studiando 500 pa2ienti con dermacite ato- 
pics, di eia mediana pari a 5.7, lo sviluppo 
di asma, dopo il compimento del scsto anno 
di vita, nel 34H dei casi \ In un interessante 
srudio condotto su 955 adulti che avevano 

trica, Rysted ha riscontrato la comparsa di 
asma net 32% dei casi \ 

Jtecenti studi epidemiologic! mottrano che 
la DA & presence frequentememe in indi- 
vtdui provenienti da famiglie con una storia 
di asma c che la DA 4 rara in quelle popo- 
lazioni dove Ta^ma non £ una malattia co 
nume 6 . 

La correlazione fra DA e asma sembra 
essere ulteriormente raffo^ata dall'evidenza 
che entrambe le pacologic hanno la siessa 



discribuzione riguardo al sesso, prevalendo 
entrambe nel sesso maschile 

Nia sokanto studiando profondamente il 
me^canismo patogenetico alia base delle due 
malatu'e allergiche, si pud vedere chiaramcnte 
la correlazkme esrsientc fra DA e asma, in 
prinjio Juogo corne diversa coilocazione d'or- 
ganh dd medesimi meccanismi irnmunopa- 
tolo^ici, in secondo luogo di strerta conse- 
quehzialita temporaie. 

La predisposizione genctica alio sviluppo 
di upa risposta IgE mediata sembra essere la 
stessa sia nei pazienti con asma che in quelli 
con|DA. Partendo dal presupposto che le 
doe ptblc5|le debbano'esserc considerate a 
carattere multifactoriale, sicuramcnte molti 
genii comuni condizionano a vari livelli io 
svjluppo dclla flogost allej^ica. Uamplifica- 
zionp della risposta Th2 e if conseguence 
aum^nto di 114, IL5, 1L13. GM-CSFe IL10 
sonoj fattori che esaltano la produzione di 
IgE e coinvolgono nella flogosi allergica 
localp afire cellule era cui gli eosinofili, Qucste 
cellule attivate sono responsabili, atiravereo 
la produzione di ECP e MBP ( del danno tes- 
sutalt. La flogosi allergica, che una voiia inne- 
scacal e in grado di mameneisi cronicamente, 
^ uni elemenco in comune tra DA e altre 
malatcie alleigiche, tra cui l'asma 7 , mentie 
la diversa espressione delle molecole di ade- 
sion^ rende possibile i'afflusso di linfocici ed 
eosiriofilt a livello cutaiieo, caratterizzando 
la splecificica d'organo, neirambito di un 
coimfne processo fbiopatologico. 

i 

Fattori di rischio per Io sviluppo 
' di asma 

La DA pud esscre considerate come uri_ 
"espexin^rito'Q^a^atura che"cf permette di 
indivrduare e studiare i fattori di rischio e la 
scnsibiliTzazione alletgica per lo sviluppo di 
asmalnei primi anni di vita. Quindt indivi- 
duare 1 e studiare questi fatrori, ooinvolti nello 
sviluppo di asma nei bambini con DA ci per- 
metierJ di pxaticarc una valida prevenzionc 
Ctsib. I). 

Da iuno studio di Gillet si evidenzia stretta 
correliazione (9<S%) ira DA grave cd allcrgia 
alimentarc c legame significativo tra DA grave 
e sensibilizzazione agli alleigcni inalanti fl . 
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OAliA ORRMATTTC ATOPIC* All'ASMA 



Tadou I. — Fattori dl rtscbio per b suituppo di asma 
in bambml con ttermatfie atopic*. 

Scsso iruwhilu 

Storia familiar* poativu per asma 

Sensihiliw22jotW ad aOcigeni iftulanti ncl f Anno di vita 
TeSl aitanel jxvilivi afl'uovo 



Tadi-vja II. — Fallon di riscfrio per suituppo di asma 
Indouo da alimenti in bambini con dermaiite afo- 
pica. 

nfcvati livelli di TgE 

Associazionc d\ ujtre manifestarioni dl aJbaghi afimffrtUirfc 
otiiearis 
aji^iocdenu 

fauity £u.<>rmii)ce£([Q;ili ... 
T« cwtahci c/n IjjE specified fbromentc posiiM per all- 
nxmi 



Gillet individua, ulteriorroente, ndJa presenza 
di aftergfaalimentareun faitore prognostic© 
negarivo per la gravira delta DA e un j^por- 
tantefctttorepredittivo perlo suUuppo dei sin- 
tomirespiratori* 

U relazione era DA e allergia alimentare a 
stata ampliamente confermata da studi com- 
piuti negij ulcimi anni basati sull'imprego di 
diete di eliminazione o di test di provoca- 
zione orale. Quesci studi mostrano come I'al- 
lergia alimencare costirgisca un ruolo pato- 
genetico rilevance in almeno fl 50% dei bam- 
bini con DA 9 l0 , 

Inoltre studi in dnppio cicco contro pla- 
cebo descrivono un necto migiioramemo dei 
sincomi dopo J'elimlnazione dalja dieta degli 
alimenci incriminati n. Da scudi che riealcano 
la stessa metodologia, apparc chiara la cor- 
rclazione tra ingesrione o inalazione di ali- 
menti cd asma. in bambini con allergia ali- 

ncl sangue < z Ctab. II). 

Sebbene non ci sia uniformita dl pensiero 
neirassociazione tra DA e allergia alimen- 
tary certo £ che i casi plti gravi di DA sono 
5trettameme correlati all'akerazione dei prin- 
cipal* parametri dl valutazione alfeigologica 
(Skin Prick Test, dosaggio delle IgE aperi- 
fiche) sia per allergen! alimentari che pfcr 
allexgeni inalanti. 



IperreattivMbroilchiale aspeciflca e DA 

Per iperreaalvitd bronchiole aspecifka OBA) 
si intende rabnorme risp^jta dellc vie aeree in 
seguito a svariati stimoli, sia chimiei quaK isea- 
mina e metacolina, che natural, come esercizio 
fisico, ip^rventiia2ione di aria fredda o parti- 
colarniente secca, aerosol di acqua distillata. 

St tratta di stimoli aspecifici activi in tutci i 
pazienti con asma sia atopici che non. 

Quando si verifica Mna ri^posca di lipo 
broncocostrioivo a concentrazionc di sostanza 
10-1000 voice inferiore a, quclla necessaria a 
provocare broncospasmo nei soggetti nor- 
malij si park di IBA. 

La IBA viene scudiata valmancFo la dose 
CPD20) e la concentrazione CPC20) di scatanza 
in grado di provocarfe la cadura del FEV1 del 
20% n'spetto ar valore bdsale, 

I meccanismi responsabili deiriBA non 
sono ancora coraosci«ti. Tmavia viene 
comunque ipotlzzaca unalriduzione di calibro. 
delle vie aeree, una ipjersensibilita della 
muscolacura liscia bromchiale, un'aumentaca 
sensibilica dei recettori presenti sulle fibre 
nervose a livello epiteliale e uno squilibrio 
a carico dei neuroirasrneiritori del ststema 
nervoso autonomo delle vie aeree, e del loro 
metabolismoa 

Sebbene non esistano dati conclasivi sul- 
ridentifieazlone dei geni coin\'oIti nell'IBA 
molte evidenze vedono I'jperreattivic^ bron- 
chiale aspeciflca slgnlficatlvarnente assodata' 
all'atopia. 

£ stato dimovtrato che i bambini con DA 
presentano, prima della eomparsa di asma, 
aumento della iperreattivipa branchiate aspe- 
cifica » i< Ot pu6 e$serc diagnosticate dal 
pediatra nella pratica clinica quotidiana, 
quando I bamhuv con DA, prescnono in corso 

o dopo una risata prolungaca, broncospasmo. 



II ruolo degli allergeiil inalanti 

4 

Un ruolo chiave nei mahtenimento della 
flogosi allergica, che -si pu6ijnanifestarecon- 
lemporancaxneme a livedo cucaneo e respi- 
racorio, o conseque7i7.Uilmente nel tempo, * 
rapprcscntafo da fattori ambientali ed in 
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modo particolare dalla scnsibilizzaztone all'a- 
caro della polvere, in un primo momcnro ed 
ai pollini successivarnentc. 

Alcuni stucli clinici mertono in relatione fa 
posittvjta al paich test per acaro, pollini, 
rnufFe. peli tli aniroali ed esacerbazione dei 
sintomi di dermaiite atopica al contatto con 
i seguenti allergeni ■* 

Daii di laboratorio suppoitano il ivolo degli 
allergen i inalanti come fattori in grado di 
rnodukre e mantenere la flogosi allergica 
locale » 7 

Negli ulrimi dieci anni $ stato studiaio in 
. p^rtic:QJkire.jl^oJa = d^ , 4CacQ delb. polvcK.. 
di casa, anche nei pazienti con OA senza 
asma. cercando di evidenziare, attravexso 
I'uso del patch test, il contribute delTaller- 
gene Der pi nell'alimencare la ietfone ecze- 
nvuosa 10 . Inqlrre frequcncemence pazienti 
con DA che non presentano aneora alcun 
sintr>mo respiratorio, mostrario alti livelli di 
IgE e IgG comro il Der pi. 

Recememente, akri A., hanno rnesso in 
correlazione la esacerbazione dei sintomi 
cutanei in seguko alia inalazione del Der p J 
ne! pazienci che possedevano aid livelli di 
TgE specifiche contro J'acaro della polvere, 
suggerendo una po&sibile correlazione era 
reaztone bronchiale e cutanea M . 

La profilassi ambientale contro Tacaro della 
polvere di casa, quindi, assume un aiolo cen- 
trale e ci sembra doverosa in bambini con DA, 
con SPT posirivi ed airi livelli di IgE concro il 
Der pi, per prevenire Jo svHuppo di asma. 

Mentre la presenza di un animate in casa, 
in Italia, non sembra esscre correlata alio svj- 
luppo di asma, un mob sicurarnente pifl rile- 
vame S rappresentato dalla presenza di 
moqueite e dzWesposizione al fumo passive* 

emerge dai dati preiimlnari cli un importance 
studio multicenrrico tntemazionale, a cui par- 
tecipano 13 paesi curopei piO it Canada, 
denomlnaco progetto ETAC (Early Treatment 
of Atopic Child) realizzato con Tintento di 
tfudiare i fattori di rischio per Io sviluppo di 
asma in bambini con DA e per valuiare la 
possible effieacia terapeucica della cetlrizina, 
in bambini con DA. 

Sono stati arruolati 817 bambini, flgli di 
genkori allergici, affetri da DA, con storia 



Takkua iu, — foaiMtfoHi'dcirtmim hi bambini con 
dvrmatiH* atopica. 

KviUirc JVsp<wix(tiru.- .il funwi \xioW<> 
Wdum? le I'tincvntnauwi tli ;K\im ndl'rihirnxiont.* 
Aiduirtf Itinik!tx5 ■vlrufifcixiortc- 
Auowfnta/x; la vvniilxxlcinc n^Q yltfiaJtforx: 
PfwenWtinc Giroiatiilopr.! 

rmmunoicrsipui ^iv-ciHca in pnjxnxz <U riniic c scrtitpiitito* 
zazlooc «! flllcrpcni (a<.Tiri. ptjfJini) 



negativa per asma, di eta inferiore al secondo 
anno di vita. 

Questi banil^ini sarTinno Mudtati prospec- 
dc2ffiemtfflft5c>^t^ 

di eta. I bambini in manicnt nindomfe^aia 
ricevono placc1x> o ceiirixina. 

La v-alutazione dei dati ailergologici unid 
alJe caralteristiche dell'sunhiente, in cui quesd 
bambini vivono, ha fomico dei daci di esiremo 
interesse- 

festato cosi dimostrato che i bambini che 
hanno moquette in camera da letto presen- 
tano sensibilizzazrone aH'acaro della polvere 
in maniera altament« significativa rtspetto a 
quei bambini che invece non ne hanno. 

Tnfatti, concordemertfe ad ogni previsione, 
i bambini inglcsi die avevano moquette in 
camera da Ictto nel 95% dei casi, prcsenta- 
vano sensibilizzazione all'acaro della polvere 
di casa.sigra'ficaiivamence supcriore a quellt 
degli alcri paesi europei dove la diffustfone 
di moquette era sicurarnente inferiore. 

Tnokre d emerso che bambini esposti al 
fymo passlvo dei genicon" presentano livelli 
di IgE piu elevati e sensibilizzazione allex- 
gica piS frequenie verso svariati allergeni, 
inclusi -queili alimentari, in una percencuale 
comprcsa tra il 30 ed ii 50% dei casi. 

La .rwGscnz5_dijjn animale in casa, in . 
qucsro caso cli un gatto/nbn .sembra essere 
significativamente a$sociara, nel bambino ica- 
liano, con lo sviluppo di asma. Questo daco 
contrast con quelfo del paesi del nord T 
JEaropa e pu6 cssere spiegato considerando 
Je pardcolari condizioni climatxche del nostro 
Pacse, dove spesso ranimale dornestico per- 
mane per lunghi periodi fuori daH'abicazione, 

£ rndlto interc&^ante seguire questi bam- 
bini fino al aesro anno di eta per valutare il 
ruolo svoho da questi fatcori ambieniali e 
dalla setwibilizzazione precoce agli allergeni 
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nello sviJuppo di astro c valucare i'azione 
profilattica dclla ceiirizina. 

In condusLonc )a DA rappresenta come 
gft sottolineato tin modello ideale per stu- 
diarc* h\ sensibittzzazione allergica nei primi 
anni di vita e lo sviluppo di asma. 

Non vi 6 dubbio che 1 'ambience abbia 
urTimportanza chiave nei favorire senAibVliz- 
zazione allergica e quindi la compare* di 
aJlergia rcsprratoria. 

Misure preventive ambientali dovrehbero 
essere indirizzate a tucri i Jr^bini affetti da DA. 

Queste misure prevedono una scrupolosa 
profilassi per Tacaro delia polvere, con par- 
ticolare attenzione alfci camera da lecco dove 
il bambino trascorrc sicuramenre buona parte 
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in tutci gli ambienri fnecp.icntiiti dal bambino 
e il possible impicgo di farmaci preventivi 
dopo attenta vaJutazione specialistica. 

Riassunto 

la dcr marire acopica (DA) & la pjft comun* mafcaia 
cronica tldla cute nellinfansda e neiradolescenia cd 
e il principale segno di oosdrurione atopics, £a malama 
e muUifeuoriiile, e olrre aOw predisposizif>ne genetka, 
chc 6 slairatnente un prerequisite*, numcfosi fetrori 
ambiencali rx; mocfalano I'esprcssioqc fsncxipica, fnlaqi 
moJcj tombfai affctri prescntano una semsJhHizza2kine 
Tg&-n>edj'Ala vefso numeroa alimemi cd cnahnci aml?icr> 
□li Fin dal l60O c nato a^crvsto che parienli cun DA 
avevano urt'elcvsiiu probability a svilupparc asma. 
RccenU audi epidemiofogfei mostrano cbe Ja DAe pre- 
sente frequentcmcnie in indiWdui provenicnti da fami- 
^ic con una storia di a-sma e die la D A e rara in quelle 
popolarioni dove I'asma non e una mabiiia conrnnc. 
La correlaziOAc fra IM e asma sembra essere ulccrior- 
mente rarYnrTara dairevidenza che emrambe le paro- 
loKie hanno la sicssa distfihujronc riguardo al sea*, 
prcvalcndo cnirambc nei ses^o masdiile. H progetto 
ETaC d un mal fiwidomfozata, intcrnazionale, multi- 
centfico, in doppio tieoo contro placeix*. r| prlndpale 
ohJetiivo di qucsio studio e di impedire, con precoce 
tenipja a hi*e di Gedrizina, Ilrusorgenzadi a^maJrjL. 
-ba^iiai^o-©iV^C«»Wo*6 ofrBeuvb £ queffo di inda- 
gare i fhaori di rischio per lo 5vi;uppo di asma. i daci 
pr-drminari di que^u; scudio h^ano confermato l im- 
portantc ruolo del] 'ambience nirl condj>i6n»re la ^en- 
sibilizzazibne allergica nd harnhf^o con DA. Tnfutti Pe- 
sposfeione nclle prime epochc dcslla vfta a potenti allcr- 
geni, come Pacaro deJia polrei^, \\ gairo, I'uovo e il 
lattc vaccino, rappresenia un faftore df rischio s^gniRv 
cativo per la sentfbilizzazbru? ailergici. 

Parole chiave: Dcrroatite acopica - Asm - Asnra, fat- 
cori di rischio. 
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From eczema to asthma 
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Atopic dermatitis (AD) is the most common chronic skin disorder in infancy and 
childhood and is the main hallmark of an atopic constitution- The disease is 
multifactorial and although genetic predisposition is certainly a prerequisite, a 
number of environmental factors modulate the phenotypic expression of AD. 
The majority of affected children show IgE sensitisation towards a large variety 
of foods and aero-allergens. Since at least 1600, it has been recognised that 
patients with AD have a high predisposition to develop asthma. Recent 
epidemiological studies show that AD is commonly seen in individuals from 
families with a history of asthma. In addition, in populations where asthma is 
uncommon, AD is also uncommon. The sex distribution of AD and asthma is the 
same, with boys affected significantly more often by these two atopic diseases 
and in similar proportions. The ETAC project (Early Treatment of the Atopic 
Child) is a large multicentre, multinational, double-blind, placebo-controlled, 
randomised trial. The main objective of the study Ss to stop the progression from 
AD to asthma in young children with AD using early therapeutic intervention 
with cetirizine and the second objective is to investigate the main risk factors for 
the onset of asthma. The results of the study indicate that exposure to potent 
allergens such as cat or mite significantly increased the risk of sensitisation to 
these allergens. Prolonged breast-feeding was associated with the lowest 
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sensitisation rate to cow milk proteins and egg. Therefore, environmental 
factors seem to play a crucial role in IgE sensitisation in children with AD. 
Keywords: Dermatitis atopic - Asthma - Risk factors. 



Despite being a common condition and one that has been known since ancient times, 
atopic dermatitis (AD) in children was ignored by paediatric allergy specialists until a 
few years ago. This 'negligence* is probably explained by the favourable outcome of 
AD in the majority of cases. In fact, a large percentage of children suffering from AD 
are cured spontaneously or improve considerably during the first few years of life. 

However, because asthma has become increasingly more common and 
sometimes severe in children, particularly in the last few years, AD has attracted the 
interest of researchers. In fact, the specific natural history of this disease constitutes 
an ideal model for studying the risk factors for the development of asthma. 

Numerous prospective studies have shown that up to 80% of children 
suffering from AD will develop asthma in the course of the first 10 years of life. In 
addition, asthma that affects children suffering from AD has a more severe and a 
more chronic course than in children who do not suffer from this disease. 



Historical outlines 

The term atopic dermatitis was introduced in 1933 by Hill and Sulzberger, 
who already associated this skin condition with allergic respiratory manifestations 1 . 

However, it remained to be shown that AD was not simply a chronic 
inflammatory process of the skin frequently associated with asthma or rhinitis, but a 
disease with an allergic basis* 

In 1953, Purdy 2 , studying a group of patients who had suffered from infantile 
eczema, found the occurrence of respiratory symptoms in 51% of cases, and in 
particular asthma in 40% of cases and sporadic episodes of bronchospasm in 11%, In 
1965, Pasternak 3 , analysing the incidence of asthma in children with AD, presented 
the problem in statistical terms, identifying in the severity of the dermatitis, the age of 
onset and the family history of asthma and allergic diseases important predictive 
factors for the future onset of asthma. 

Queille-Roussel et al 7 studying 500 patients with atopic dennatitis with a 
mean age of 5 J years, found the development of asthma by the age of 6 in 34% of 
cases 4 . In an interesting study conducted in 955 adults suffering from atopic 
dennatitis in childhood, Rysted found the occurrence of asthma in 32% of cases 5 . 
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Recent epidemiological studies show that! AD is frequently present in 
individuals from families with a history of asthma and that AD is rare in those 
populations in which asthma is not a common disease 6 . 

The correlation between AD and asthma appears to be further strengthened by 
the evidence that both diseases have the same sex distribution, with a greater 

prevalence of males in both 6 . 

However, only by studying in depth the pathogenetic mechanism behind the 
two allergic diseases is it possible to see clearly the correlation between AD and 
asthma, in the first place as a different organ localisation for the same pathological 
mechanisms, and in the second place with a strict chronological sequence. 

The genetic predisposition to the development of an IgE-mediated response 
appears to be the same in both patients with asthma and those with AD. Starting from 
the assumption that the two diseases must be considered multifactorial, many 
common genes certainly determine the development of allergic inflammation at 
various levels. The amplification of the Th2 response and the subsequent increase in 
IL4, IL5, IL13, GM-CSF and IL10 are factors which intensify the production of IgE 
and involve other cells, including eosinophils, in the local allergic inflammation. 
These activated cells are responsible for tissue damage through the production of ECP 
and MBP. Allergic inflammation, which, once triggered, is capable of maintaining 
itself chronically, is common to AD and other allergic diseases, including asthma , 
while the different expression of adhesion molecules permits the afflux of 
lymphocytes and eosinophils in the skin, determining the organ specificity within the 
context of a common pathophysiological process. 

Risk factors for the development of asthma 

AD may be considered an experiment by nature, making it possible to identify 
and study the risk factors and the allergic sensitisation for the development of asthma 
in the early years of life. Thus, identifying and studying these factors involved in the 
development of asthma in children with AD will make it possible to implement valid 
prevention (table I). 

< 

4 

A study by Guillet showed a close correlation (96%) between severe AD and 
food allergy and a significant link between severe AD and sensitisation to inhalant 
allergens 8 . Guillet subsequently identified a negativeprognostic factor for the 
severity of AD in the presence of food allergy and an important predictive factor for 
the development of respiratory symptoms*. 
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Table I - Risk factors for the development of asthma in children with atopic dermatitis. 



Male sex 

Positive family history of asthma 
Exposure to passive smoking 

Sensitisation to inhalant allergens in the first year of life 

Positive skin tests for egg 

The relationship between AD and food allergy has been substantially 
confirmed by studies conducted in the last few years based on the use of an 
elimination diet or oral challenge tests. The studies show how food allergy plays a 
relevant pathogenetic role in at least 50% of children with AD 9 ' 10 . 

In addition, double-blind, placebo-controlled studies describe a marked 
improvement in symptoms after the elimination of the incriminated food from the 
diet 11 . Studies following the same methodology demonstrate the correlation between 
the ingestion or inhalation of foods and asthma in children with food allergy, a history 
of AD and high levels of IgE in the blood 12 (table H). 

Table H- - Risk factors for the development of food-induced asthma in children with atopic dermatitis. 



High levels of IgE 

Association with other manifestations of food allergy 
urticaria 
angio-oedema 
gasrm-intestmal disorders 

Skin tests and/or specific IgE highly positive for food 

■ 

Although there is no uniform opinion about the association between AD and 
food allergy, it is certain that the most serious cases of AD are closely correlated with 
impairment of the main parameters used in allergy evaluation (skin prick test, assay of 
specific IgE), both for food allergens and for inhalant allergens. 

Non-specific bronchial hyperreactivity and AD 

By non-specific bronchial hyperreactivity (NBH) is understood the abnormal 
response of the airways to various stimuli, both chemical such as histamine and 
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metacholine, and natural such as physical exercise, hyperventilation of cold or 
particularly dry air and a distilled water spray. 

These are a specific stimuli which are active in all patients with asthma, 

whether atopic or not 

When a bionchoconstrictive type of response is observed at a substance 
concentration 10-1000 times lower than that necessary to cause bionchospasm in 
normal subjects, this is referred to as NBH. 

NBH is studied by evaluating the dose (PD20) and the concentration (PC20) 
of a substance capable of causing a 20% fall in FEVl from the baseline value. 

The mechanisms responsible for NBH are still not yet known. However, a 
reduction in airways calibre, hypersensitivity of bronchial smooth muscle, increased 
sensitivity of the receptors present in the nerve fibres in the epithelium and an 
imbalance in the neurotransmitters of the autonomic nervous system of the airways 
and their metabolism are postulated. 

Although there are no conclusive data about the identification of the genes 
involved in NBH, there is considerable evidence to show that non-specific bronchial 
hyperreactivity is significantly associated with atopy. 

It has been shown that children with AD exhibit an increase in non-specific 
bronchial hyperreactivity before the onset of asthma 1344 . This can be diagnosed by 
the paediatrician in daily clinical practice when children with AD develop 
bronchospasm during viral respiratory infections or after running or after a prolonged 
episode of laughter. 



The role of inhalant allergens 

A key role in the maintenance of allergic inflammation, which may manifest 
itself simultaneously at a cutaneous and at a respiratory level or successively over 
time, is played by environmental factors and particularly by sensitization to dust mite 
initially and to pollens subsequently. 

Some clinical studies correlate positive responses to the patch test for dust 
mite, pollen, moulds and animal hair with exacerbation of the symptoms of atopic 
dermatitis on contact with these allergens 15 16 . 

Laboratory data support the role of inhalant allergens as factors capable of 
modulating and maintaining local allergic inflammation 17,18 . 

In the last 10 years, the role of the house dust mite in particular has been 
studied, including in patients with AD but without asthma, in an attempt to 
demonstrate the contribution of the allergen Der pi to promotion of the eczematic 
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lesion through the use of the patch test 19 . In addition, patients with AD who do not 
yet exhibit any respiratory symptoms frequently have high levels of IgE and IgG to 
Der pi. 

Recently, other authors have shown a correlation between the exacerbation of 
cutaneous symptoms following inhalation of Der pi in patients possessing high levels 
of specific IgE against dust mite, suggesting a possible correlation between the 
bronchial and the cutaneous reaction 20 . 

Environmental prophylaxis against house dust mite thus assumes a central role 
and appears appropriate in children with AD with positive SPT and high levels of IgE 
against Der pi in order to prevent the development of asthma. 

While the presence of an animal in the home in Italy does not appear to be 
correlated with the development of asthma, a definitely more relevant role is played 
by the presence of carpets and exposure to passive smoking in the home environment 
(table EI). All this emerges from the preliminary data from an important international 
multicentre study involving 13 European countries plus Canada, known as the ETAC 
project (Early Treatment of the Atopic Child) conducted with the intention of 
studying the risk factors for the development of asthma in children with AD and 
evaluating the possible therapeutic efficacy of cetirizine in children with AD. 

Table UL - Prevention of asthma in children with atopic dermatitis. 



Avoid exposure to passive smoking 
Reduce mite concentrations in the home 
Reduce humidity in the home 
Increase ventilation in the home 
Pharmacological prevention 

Specific immunotherapy in the presence of rhinitis and sensifcarion to allergens (mites, pollen) 

817 children of allergic parents suffering from AD with a negative history of 
asthma and aged less than two years old were included. 

These children will be studied prospectively until the end of their sixth year. 
The children will be randomised to receive placebo or cetirizine. 

The evaluation of the allergy data together with the characteristics of the 
environment in which these children live have provided data of considerable interest. 

It has thus been demonstrated that children with carpets in their bedrooms are 
highly significantly sensitised to dust mite compared to children who do not have a 
carpet. 
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In fact, as was to be expected, English children who had carpets in their 
bedroom in 95% of cases were significantly more sensitised to house dust mite than 
those in other European countries where carpets were certainly less widespread. 

In addition, it has emerged that children exposed to passive smoking by their 
parents have higher levels of IgE and more frequent allergic sensitisation to various 
allergens, including food, in between 30 and 50% of cases. 

The presence of an animal in the home, in this case a cat, does not appear to be 
significantly associated in Italian children with the development of asthma. This runs 
counter to the experience in Northern European countries and may be explained in 
terms of the specific climatic conditions of our country, where the domestic animal 
often remains out of doors for long periods. 

It is very interesting to follow these children up to the age of 6 years to 
evaluate the role played by these environmental factors and early sensitisation to 
allergens in the development of asthma and to evaluate the prophylactic action of 
cetirizine. 

In conclusion, as already emphasised, AD represents an ideal model for 
studying allergic sensitisation in the first years of life and the development of asthma. 

There is no doubt that the environment plays a key role in promoting allergic 
sensitisation and hence in the development of respiratory allergy. 

Environmental preventive measures should be adopted for all children 
suffering from AD. 

These measures required strict prophylaxis of dust mite with particular 
attention to the bedroom where the child certainly spends a good part of their day, an 
absolute ban on smoking in all the environments frequented by the child and the 
possible use of preventive drugs following careful specialist evaluation, 
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Fruhzeitige Allergiebehandlung soil Asthma verhindern 

■ ■■■ ■■ m ,n - I * -t-1 
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Early allergy treatment should prevent asthma 

■ 

Allergic diseases are often interconnected in the sense of a progression, i.e. food allergies in 
early infancy lead to atopic dermatitis, and the disease can pass to the upper airways and lead 
to rhinitis. About one third of these patients develop bronchial asthma in later life. This 
means that the underlying immunological reaction should be treated at a very early stage and 
on the basis of the symptoms. 

An extensive clinical study (ETAC = Early Treatment of the Atopic Child) now aims to 
establish whether early treatment of children at risk of developing asthma can suppress the 
disease or at least delay its onset and alleviate its symptoms. The ETAC study is a 
randomized, double-blind, placebo-controlled trial using cethizhie as pharmacological agent 
Cetirizme was chosen because of the many inhibitory effects it has on the underlying 
inflammatory processes. The criteria drawn up for subjects at risk of developing asthma and 
thus able to participate in the study were as follows: 

• at least one parent must have a history of atopic disease; 

• the infant himself/herself must show clear symptoms of atopic dermatitis; 

• the infant is still free from asthma. 

Parents whose children suffer from atopic dermatitis can obtain further information about 
participation in the ETAC study from their pediatrician. 

CX. 

From a press conference organized by UCB Phanna GmbH 



Caption 

The ages at which allergic diseases occur follow a well-documented pattern. 
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